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fs tanbu1,Fcbruary lo th ,  1948 

Prtafessor Michael Neidelberger 
Department ef Bischemistry 
Columbia Un ive r s i ty  
620 R e s t  168 Street 
N e w  Y6rk City 

Dear PrQ fQ ss o r  Bar ide lberger , 
t ypesc  
sf the 

under t h o  same (3 vcr I am sending  yeu the cegy ef a shsrt 
r i p t  r e t u r n e d  to me y t h o  "Archives of Bischemistry* andl a ce 
referee's u n f a v o ~ ~ ~ l ~  eomment.1 am apply ing  t o  you,bccausc the 

referee bases h i s  opiniarn on your  wrk and bectauae I am nul a b l e  t e  unaer- 
s t a n d  w h a t  the  referee means.1 should b e  very much indebteQ t o  YQU f e r  
your a u t h o r i t a t i v e  i n t e r p r e t a t i o n  o f  your 8wn work. 

f: w i l l  a&it , f i rs t  Qf al1,that I a& b&ed q u i t e  c s r r e c t l y  f o r  no t  
having quoted your paper on serum albumin.3 shall  c e r t a i n l y  cerrcct this 
mistiake.h the same paper  y ~ u  had shown,that anti-ovalbumin is pJ prec i -  
p i t a t e d  by a ~ o ~ ~ v a l b u ~ i ~ , ~ ~  t h a t  you coulul no t  recommend your meth@d as 
a method f o r  the d o t e m i n a t i o n  o f  antibodies.You a t t r i b u t e d , &  that time, 
p r e c i p i t a t i o a  o r  n m -  r e c i p i t a t i o n  by a z o - p m t e i n s  t o  8 proper ty  o f  the 
respective p r s t e i n . L a t e r  I have shown t h a t  the main f a c t o r  i s  the amount 
@f a8omcroups per protein m~3e~ule(J.Xmmun.40,392(Tabla SI) and that a n t i -  
ovalbumin i s  prec ip i ta ted  by azo-ovkilbumin(ibid.43,333,Table 2 )  .Therefore 
I am prchtpoaing now t o  determine an t ibof t ies  a g a i n s t  p r s t e i n s  by p r e c i p i t a t i g n  
w i t h  a m - p r o t e i n s  poor i n  azo-groups.1 believe that t h i s  idea  is worth of 
a pub l i ca t i sn , an& I t h i n k  that  2 pages of  a t y p e s c r i p t  are not exaggerate& 
f o r  the t reatment  @f this problem, 

The main poin t  i s  however the a s s e r t i o n  of the  referee that it i s  
unnecessary t o  r e s o r t  t o  the *subterfuge" of  a z o p r o t e i n s , m ? f  have read 
very a t t en t ive ly  the papers o f  your l abora to ry ,quo te& by the r e fe ree , an& 
o t h e r  apers of t h i s  s e r i e s , b u t  I r e a l l y  have no iaoa,what the referee 
means. P s t h e r e  any o t h e r  p o s s i b i l i t y  of  determining a n t i - g l o b u l i n s ?  
The referee might have i n  mind your paper on thyaoglobulin,where you have 
shown that a l l  of the r;zc?ded a n t i g e n  is precipitate& as long as ant ibody 3s 
i n  exccss,ond t h a t  ant ibody can be c a l c u l a t e d  simply by s u b t r a c t i o n  of 
added antigen from total prec ip i t s to .Bu t  i n  other  papers, on azo-ovalbumin, 
azo-serumlbumin,  azo-ctreptopro ta fn ,you  have found t h a t  sucb 8 c a l c u l a t i @ n  
i s  not va l id ,because  8 p a r t  only of  the added a n t i g e n  i s  p r@Gip i t a t@d*  
Now,there i s  one ~ i ~ ~ , w ~ c ~  I could not understand,and aikLicb might have 
led t he  referee t o  the believe that such a simple c a l c u l a t i o n  i s  p o s s i b l e  
idgenera1:that is your similar assum t i o n  i n  o t h e r  aad even i n  yowt last  
~~pers(c.g,J.Eem.Chem.Soc.~,~85,1945 7 .In all o f  these papers  you assume 
that gL& of the! added antigen is p r o c i p i l a t e d . 1  have no t  been able? t o  f i n d  
any prove f o r  this your opin ion  and I fear t h a t  I must have overlooked. some 
important  paper . In  an  older paper(J,exp.~ed,62,697,193T) you memtion some 
o f  your reasons,amon)r them the uni formi ty  ~f ovalbumir.5ince that time i% 
has been proved that c v s t a l l i n e  o v ~ l b u ~ i n  i s  not  un i fo rm; i t  i s  very wel l  
unders tandable ,  therefore, that a p a r t  might remain d i s ~ o l v ~ ~ * ~ ~ y  own experi- 
tzents have l e d  me t o  the opin ion  that n o t  a l l  of t h e  added a n t i g e n  i s  
p r e c i p i t a t e d  by ant ibod3,even i f  the l a t t e r  i s  i n  excess.Accordingly 1 see 
no o t h e r  way t o  determine a n t i b o d i e s  than by us ing  labeled a n t i g e n s , f o r  
i n s t a n c e  azo-pro te ins  ,as shown in my pager.If I am mis taken ,p leasc  Correct  
me and , i f  you should understand t h e  referee 's  opinion,ple@se t r y  t o  e x p l a i n  
i t  t o  nu?,-The last sen tence  of the referee's commnt i s  quite incomprehen- 
s i b l e  t o  me.%f  you could gu@ss,what modi f ica t ion  is meont,please explain it 
t o  m e .  
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reasons .One of them is,that a similar thing happened t w o  y e a r s  ago w i t h  
a paper  sent  t o  the J.km,Chem.Soc.This paper a l s o  w a s  r e t u r n e d  t o  m e  w i t h  
r e f e r e n c e  t o  your workoff  t h i s  p r a c t i e e  c o n t i n u e s , t h e  e d i t o r s  must get 
t he  impression that I am sending t o  them wor th l e s s  papers.You can imagine 
that  t h i s  w i l l  have t r a g i c  consequences f o r  me  i n  f u t u r e .  

The second reason  f o r  my apply ing  t o  you d i r e c t l y  i s ,howcver , thc  
f a c t  that  both  r e f e r e e s  seem t o  assume that I d i s r ega rd  i n t e n t i o n a l l y  
your r e s u l t s . T h i s  i s  p a r t i c u l a r l y  p a i n f u l  f o r  me,because among a l l  my 
j p c r i c a n  co l leagues  i t  has been j u s t  you who helped m e  most during the  
war t ime.Please b e l i e v e  me that  i t  i s  far  from m e  t o  disregard a n y t u n g  o f  
your w o r k o f t  i s  ha rd ly  p o s s i b l e  t o  quote all p e r t i n e n t  papers  i n  a short  
experimental  paper.But I a m  very w i l l i n g  t o  send you my papers  before  
sukmi t t ing  t h e m  t o  an e d i t o r , t o  prevent the omission of any irr:portant 
c o n t r i b u t i o n  of y o u r  laboratory . - 

I would be very gratefblf t o  you,dear P r o f e s s o r  H e i d e l b e r g e r , i f  
you could h e l p  me in th i s  m a t t e r  by exp la in ing  to  me t h e  meaning of the 
comment of t h e  r e fe rce ,by  informing me,what modi f ica t ion  might have been 
wanted(1ast  s en tence  of  comment) and by e x p l a i n i n g  t o  me also the  reason 
f o r  your assumpt ion , tha t  a l l  o f  t h e  aclded a n t i g e n  i s  p r e c i p i t a t e d , a l t h o u g h  
you have proved t h e  con t r a ry  i n  a t  l e a s t  t h r e e  an t igens .1  th ink  that no 
d i f f e r e n c e s  can arise,if these ques t ions  are e l u c i d a t e d  and I hope that 
you w i l l  b e  s o  kind as t e  he lp  me t o  e l u c i d a t e  them. 

f o r  your  answer.Nefther the paper ,nor  t h e  comment are r e q u i r e d  by ne, 
s i n c e  I have c o p i e s  o f  botk.Witb my k indes t  r e g a r d s  and b e s t  thanks.  

Since common m a i l  t o  Turkey t a k e s  6 t o  10  weeks,please use airmail 

7 
Since re ly  Y Q U r S  

Enc1osed: typescr ipt  on d e t e r p i n a t i o n  o f  
comment of  referee( copy) 


